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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 
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earned patent term adjustment. See 37 CFR 1.704(b). 
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1 )S Responsive to communication(s) filed on 16 April 2004 . 
2a)S This action is FINAL. 2b)D This action is non-final. 
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closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
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4) S Claim(s) 1-10,27.28.31-34 and 37-43 is/are pending in the application. 
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5) D Claim(s) is/are allowed. 

6) |El Claim(s) 1-10,27.28.31-34 and 37-43 is/are rejected. 
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Application Papers 
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10) ^ The drawing(s) filed on 17 April 2003 is/are: a)£3 accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121 (d). 
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DETAILED ACTION 
Status of Claims 

1. Applicant's amendment filed 4/16/04 is acknowledged and entered. Claims 29-30 and 35 
have been canceled. Claims 1-7, 10, 27-28, and 31 have been amended. Claims 36-43 have 
been added. 

2. Claims 1 1-26 are canceled by the amendment filed on 9/12/03. 

3. Claims 1-10, 27-28, 31-34, and 36-43 are pending. 

4. Claims 1-10, 27-28, 31-34, and 36-43 are treated on the merit in this Office Action. 

Withdrawn Rejections 

5. In view of applicant's cancellation of claim 35, the previous rejection under 35 USC 112, 
first paragraph (new matter) has been withdrawn. 

6. In view of applicant's cancellation of claim 35, the rejection of claims 1, and 31-35 under 
35 USC 103(a) as being obvious over Stylli et al. (US Patent 5,985,214) and Pham et al. (US 
Patent 6, 1 7 1 ,780 B 1 ) has been withdrawn. 
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Maintained Rejections 
Claim Rejections - 35 USC § 102 

7. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

8. Claims 1-10 and 27-30 are rejected under 35 U.S.C. 102(b) as being anticipated by Stylli 
et al. (US Patent 5,985,214). 

Stylli et al. teaches an automated method and system for identifying chemicals having 
useful activity such as biological activities of chemicals and collecting informations resulting 
from such a process (col. 6, lines 1-24). The method comprise of testing a therapeutic chemical 
for modulating activity of a target such as cell surface proteins in a cell based assay (col. 38, 
lines 46-67; col. 39, lines 1-9). The method comprise of dispensing the reagents (pharmaceutical 
active agent) into the addressable sample wells, which contains a predetermined volume of the 
sample (cellular material) (col 6, lines 25-40; col. 8, lines 14-18) (referring to claim 1). The 
electrically sensitive volume displacement unit can dispense a predetermined volume of 500 to 1 
picoliter (col. 16, lines 39-44) (referring to claim 4). The wells are arranged in a two 
dimensional array such as a 96 well plate (col. 15, lines 42-44) (referring to claims 8-9). The 
method includes storing, managing, and retrieving data collected from the assay process (col. 29, 
lines 14-26) (referring to claim 1). The automated method can comprise of multiple dispensers 
for dispensing different reagents in a complex screening process (col. 33, lines 32-48) (referring 
to claim 10). Therefore, Stylli et al. anticipate the presently claimed invention. 
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Response to Arguments 

9. Applicant's arguments directed to the rejection under 35 USC 102(b) as being anticipated 
by Stylli et al. (US Patent 5,985,214) for claims 1-10, and 27-30 were considered but they are not 
persuasive for the following reasons. 

Applicant contends that Stylli et al. do not anticipate the presently claimed invention 
because: 1) the cell-based assays disclosed in Stylli et al. help test targets, but the cells in the 
assay are not targets themselves. Thus the cell-based assay in Stylli et al is not equivalent to 
"\a\nalyzing a pharmacologic effect on target cells and target cellular material triggered by 
applying a potential pharmaceutical^ active agent, in an automated method as claimed in 
claim 1 . 2) With respect to claim 2, the apparatus of Stylli et al. does not include a cartridge 
removably associated with a liquid injection device for containing a potential pharmaceutical 
active agent wherein the liquid injection device has an interior chamber defining a fixed volume 
for containing a potential pharmaceutical active agent. 3) With respect to claim 10, the method 
of Stylli et al. does not include the method step of "[activating at least one second liquid 
ejection device in cooperation with an electrically actuated printhead to dispense a second 
dispense volume of a potential pharmaceutical active substance into contact with the at least 
one defined volume of the substance containing target cellular materiaF. Therefore, the method 
of Stylli et al. does not anticipate the presently claimed invention. 

Applicant's arguments are not convincing since the method of Stylli et al. does anticipate 
the presently claimed method. 1) The cell-based assay in Stylli et al. is equivalent to 
"[a]nalyzing a pharmacologic effect on target cells and target cellular material triggered by 
applying a potential pharmaceutical^ active agent, in an automated method?* as claimed in 
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claim 1. Stylli et al. disclose using "whole cell" in cell based assays (col. 40, lines 20-50) and 
regarding Stylli et al. definition of cell based assays as being target associated with a cell refers 
to receptors on the cell. The assay discloses by Stylli et al. is for identifying chemicals (i.e. 
potential pharmaceutical active agent) that have biological activity (col. 38, lines 57-67; col. 39, 
lines 16-25; col 40, lines 6-18; col. 43, lines 6-9). Thus the cell based assay in Stylli et al. is 
equivalent to u [a]nalyzing a pharmacologic effect on target cells and target cellular material 
triggered by applying a potential pharmaceutical^ active agent, in an automated method* as 
claimed in claim 1. Additionally, the passage cited by applicant (i.e. Stylli Column 43, lines 45- 
47) refers to the biologically active chemical (i.e. pharmaceutical active agent) is further 
formulated to a pharmaceutical compositions for use in vivo testing. 

2) With respect to claim 2, the apparatus of Stylli et al. does include a storage and 
retrieval module (a removable cartridge) (col. 11, line 59 to col. 12, line 3; fig. 3, ref. #160; col. 
19, lines 45-54; fig. 5, ref. #306) that is associated with a sample distribution module that can 
dispense large numbers of solutions (col. 12, lines 5-11). The sample distribution module 
comprises a liquid handler (liquid injection device) (col. 13, lines 6-15), which comprises a 
plurality of nanoliters dispensers (col. 15, lines 40-44). The nanoliters dispenser comprises fluid 
reservoir that are region of a dispenser tip that hold fluid aspirated the nanoliters dispenser (i.e. 
the liquid injection device has an interior chamber defining a fixed volume for containing a 
potential pharmaceutical active agent) (col. 16, lines 10-17). Thus the apparatus of Stylli et al. 
discloses the limitation of claim 2. 

3) With respect to claim 10, the method of Stylli et al. does include the method step of 
activating a second reagent dispenser (second liquid ejection device) (col. 32, line 59 to col. 33, 
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line 1 1). The dispenser is in communication with the dispensing nozzle (printhead) (col. 16, 
lines 30-32, and 38-51). Thus the method of Stylli et al. discloses the limitation of claim 10. 

Therefore, the method the method of Stylli et al. does anticipate the presently claimed 
method. 

10. Claims 1, and 3 1-34 are rejected under 35 U.S.C. 102(b) as being anticipated by Stylli et 
al. (US Patent 5,985,214). 

Stylli et al. teaches an automated method and system for identifying chemicals having 
useful activity such as biological activities of chemicals and collecting informations resulting 
from such a process (col. 6, lines 1-24). The method comprise of testing a therapeutic chemical 
(pharmaceutical active agent) for modulating activity of a target (col. 38, line 46 to col. 39, line 
9; col. 42, line 36 to col. 43, line 1-10). The targets of a cell-based assay are associated with a 
cell (col. 39, lines 7-9) (cellular material) and modulating activity such as cell proliferation (col. 
4, lines 12-32). The method comprise of dispensing the reagents (therapeutic chemical) into the 
addressable sample wells, which contains a predetermined volume of the sample (cellular 
material) (col. 6, lines 25-40; col. 8, lines 14-18) (referring to claim 1). The electrically sensitive 
volume displacement unit can dispense a predetermined volume of 500 to 1 pico liter (col. 16, 
lines 39-44) (referring to claim 4 and 33). The wells are arranged in a two dimensional array 
such as a 96 well plate (col. 15, lines 42-44) (referring to claims 8-9, and 34). The method 
includes storing, managing, and retrieving data collected from the assay process (col. 29, lines 
14-26) (referring to claim 1). The automated method can comprise of multiple dispensers for 
dispensing different reagents in a complex screening process (col. 33, lines 32-48), and 
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generating specific liquid dispensation patterns and volumes to the high-density plate (col. 60, 
lines3-8) (referring to claims 10, and 31-34). Therefore, Stylli et al. anticipate the presently 
claimed invention. 

Response to Arguments 
1 1 . Applicant's arguments directed to the rejection under 35 USC 102(b) as being anticipated 
by Stylli et al. (US Patent 5,985,214) for claims 1, and 31-34 were considered but they are not 
persuasive for the following reasons. 

Applicant alleges that Stylli et al. do not anticipate the presently claimed invention 
because the cell-based assays disclosed in Stylli et al. help test targets, but the cells in the assay 
are not targets themselves. Thus the cell-based assay in Stylli et al. is not equivalent to 
"\a\nalyzing a pharmacologic effect on target cells and target cellular material triggered by 
applying a potential pharmaceutical^ active agent, in an automated method as claimed in 
claim 1 . 

Applicant's arguments are not convincing since the method of Stylli et al. does anticipate 
the presently claimed method. The cell-based assay in Stylli et al. is equivalent to u [a]nalyzing a 
pharmacologic effect on target cells and target cellular material triggered by applying a 
potential pharmaceutical^ active agent, in an automated method" as claimed in claim 1 . Stylli 
et al. disclose using "whole cell" in cell based assays (col. 40, lines 20-50; col. 43, lines 6-9) and 
regarding Stylli et al. definition of cell based assays as being target associated with a cell refers 

* 

to receptors on the cell. The assay discloses by Stylli et al is for identifying chemicals (i.e. 
potential pharmaceutical active agent) that have biological activity (col. 38, lines 57-67; col. 39, 
lines 16-25; col. 40, lines 6-18; col. 43, lines 6-9). Thus the cell based assay in Stylli et al. is 
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equivalent to "[a]nalyzing a pharmacologic effect on target cells and target cellular material 
triggered by applying a potential pharmaceutical^ active agent, in an automated method^ as 
claimed in claim 1 . Additionally, the passage cited by applicant (i.e. Stylli Column 43, lines 45- 
47) refers to the biologically active chemical (i.e. pharmaceutical active agent) is further 
formulated to a pharmaceutical compositions for use in vivo testing. Therefore the method of 
Stylli et al. does anticipate the presently claimed method. 

New Rejections — Necessitated by Amendment 
Claim Rejections - 35 USC § 112 

12. The following is a quotation of the first paragraph of35U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

13. Claims 1-10, 27-28, 31-34, and 36-40 are rejected under 35 U.S.C. 112, first paragraph, 
as containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. (This is a new matter rejection.) 

The instant claims 1 and 36 briefly recite an automated method for analyzing substances 
containing cellular material. The method comprises the steps of activating an apparatus to 
dispense a defined volume of a potential pharmaceutical active agent into a define volume of 
substance containing cellular material, detecting the pharmacological effect on the target cellular 
material triggered by the introduction of the defined volume of a potential pharmaceutical active 
agent, generating information indicative of the effect of the potential pharmaceutical active agent 
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on the target cellular material, and analyzing the generated information to generate a correlation 
factor of the relative effectiveness of the agent on the target cellular material. The apparatus 
comprises a cartridge that includes an interior chamber defining a fixed volume for containing 
the potential pharmaceutical active agent. The target cellular material is whole cells or 
recognized cellular components from intact cells. 

The recitation of 'target cellular materiaV claimed in claims 1 and 36, have no clear 
support in the specification and the claims as originally filed. The specification in page 9 
disclosed 'typically substance or substances containing cellular material are ones which contain 
particular cells of interest for which evaluation of potential pharmaceutical^ active material is 
sought' (paragraph [0035], lines 1-3) is not support for ' target cellular materiaV . 

The recitation of 'the relative effectiveness of the agent on the target cellular materiaV 
claimed in claims 1 and 36, have no clear support in the specification and the claims as originally 
filed. The specification in page 8 disclosed 'in the case of data gathering, the result might be 
more quantitative, such as a factorial analysis that would tend to generate a series of equations 
quantifying the results" (paragraph [0032], lines 4-6) is not support for ' the relative effectiveness 
of the agent on the target cellular materiaV . 

The recitation of 'a cartridge that includes an interior chamber defining a fixed volume 
for containing the potential pharmaceutical active agenV claimed in claims 1 and 36, have no 
clear support in the specification and the claims as originally filed. The specification in page 12 
disclosed 'preferably, the cartridge 28 has at least one reservoir containing a pharmaceutical 
active agent in which the reservoir containing pharmaceutical active agent is integral with a 
disposable printhead' (paragraph [0044], lines 2-5) is not support for ' a cartridge that includes 
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an interior chamber defining a fixed volume for containing the potential pharmaceutical active 
qgenf . 

Therefore, the scope of the invention as originally disclosed in the specification would 
not encompass the scope of the limitation of the presently claimed method. 

If applicants disagree, applicant should present a detailed analysis as to why the claimed 
subject matter has clear support in the specification. 

14. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

15. Claims 1-10, 27-28, 31-34, and 36-43 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

a) The limitation of "wherein the cellular material is at least one of whole cells and 
recognized cellular components from intact cells" is an improperly written Markush language. 
The phrase 'at least one of is vague because it is unclear if it is referring to the 'type' of cell or 
cellular component or 'amount' of cells or cellular components in the target cellular material. It 
is suggested that for clarity the limitation be rewritten as "wherein the cellular material is whole 
cells and recognized cellular components from intact cells", which is a properly written 
Markush. 

b) The phrase "relative effectiveness" of claim 1 and 36 is considered indefinite because 
it is unclear as to the means of measuring the degree of "relative effectiveness" (i.e. how does 
one measure "relative effectiveness"). 
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Claim Rejections - 35 USC §102 

16. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

17. Claims 36-44 are rejected under 35 U.S.C. 102(b) as being anticipated by Stylli et al. (US 
Patent 5,985,214). 

The presently claimed method recites an automated method for analyzing substances 
containing cellular material. The method comprises the steps of activating an apparatus to 
dispense a defined volume of a potential pharmaceutical active agent into a define volume of 
substance containing cellular material, detecting the pharmacological effect on the target 
cellular material triggered by the introduction of the defined volume of a potential 
pharmaceutical active agent, generating information indicative of the effect of the potential 
pharmaceutical active agent on the target cellular material and analyzing the generated 
information to generate a correlation factor of the relative effectiveness of the agent on the 
target cellular material. The apparatus comprises a cartridge that includes an interior chamber 
defining a fixed volume for containing the potential pharmaceutical active agent. The target 
cellular material is whole cells or recognized cellular components from intact cells. 

Stylli et al. disclose systems and methods that utilize automated and integratable 

workstations for identifying chemicals having useful activity such as biological activities, and 

collecting informations resulting from such a process (Abstract; col. 6, lines 1-24). The method 

comprise of testing a therapeutic chemical (pharmaceutical active agent) for modulating activity 

of a target (col. 38, line 46 to col. 39, line 9; col. 42, line 36 to col. 43, line 1-10). The assay 

discloses by Stylli et al. is for identifying chemicals (i.e. potential pharmaceutical active agent) 

that have biological activity (col. 38, lines 57-67; col. 39, lines 16-25; col. 40, lines 6-18; col. 43, 

lines 6-9). The assay includes cell based assay using whole cell (target cellular material) or 
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biological assay using target free of cells (recognized cellular components from intact cells). 
The method comprise of dispensing the reagents (therapeutic chemical) into the addressable 
sample wells, which contains a predetermined volume of the sample (cellular material) (col. 6, 
lines 25-40; col. 8, lines 14-18). The method includes storing, managing, and retrieving data 
collected from the assay process (col. 29, lines 14-26) (referring to claim 1). The automated 
method can comprise of multiple dispensers for dispensing different reagents in a complex 
screening process (col. 33, lines 32-48), and generating specific liquid dispensation patterns and 
volumes to the high-density plate (col. 60, lines3-8) (referring to claims 10, and 31-34). The 
method also includes the step of activating a second reagent dispenser (second liquid ejection 
device) (col. 32, line 59 to col. 33, line 1 1). The dispenser is in communication with the 
dispensing nozzle (printhead) (col. 16, lines 30-32, and 38-51). The system of Stylli et al. 
includes a storage and retrieval module (a removable cartridge) (col. 11, line 59 to col. 12, line 3; 
fig. 3, ref. #160; col. 19, lines 45-54; fig. 5, ref. #306) that is associated with a sample 
distribution module that can dispense large numbers of solutions (col. 12, lines 5-1 1). The 
sample distribution module comprises a liquid handler (liquid injection device) (col. 13, lines 6- 
15), which comprises a plurality of nanoliters dispensers (col. 15, lines 40-44). The nanoliters 
dispenser comprises fluid reservoir that are region of a dispenser tip that hold fluid aspirated the 
nanoliters dispenser (i.e. the liquid injection device has an interior chamber defining a fixed 
volume for containing a potential pharmaceutical active agent) (col. 16, lines 10-17). The 
system is integrated and programmably controlled by a computer module with a process that 
collects store information from each workstation (i.e. route the work unit, track work unit 
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inventory, and provide instruction to process samples) (col. 28, line 65 to col. 29, line 12). 
Therefore, Stylli et al. anticipate the presently claimed invention. 



Conclusion 

18. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MY-CHAU T TRAN whose telephone number is 571-272-0810. 
The examiner can normally be reached on Mon.: 8:00-2:30; Tues.-Thurs.: 7:30-5:00; Fri.: 8:00- 
3:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, ANDREW WANG can be reached on 571-272-081 1. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



June 10, 2004 



met 




